FRANCESCO RUGGIERO M.D. Assistant
Second Medical Clinic, University of Rome, Policlinico Umberto I, Rome, Italy THE ability of chlorpropamide to reduce urinary volume in patients with neurogenic diabetes insipidus has been recently described by Arduino, Ferraz & Rodriguez (1966) , Meinders, Touber & De Vries (1967) , Reforzo-Membrives et al. (1968) , Hocken & Longson (1968) , and Andreani, Cinotti & Stirati (1969) .
This therapy is potentially of great importance in the treatment of neurogenic diabetes insipidus; therapy with chlorpropamide, however, is not always without complications both in the short or longterm management of these patients.
Initially there were no reports that patients with diabetes insipidus undergoing therapy with chlorpropamide were prone to hypoglycaemic episodes (Meinders, Touber & De Vries, 1967; ReforzoMembrives et al., 1968) , but with increasing use of this type of therapy it soon became apparent that hypoglycaemia was the most frequent and important complication.
We have observed symptomatic hypoglycaemia in the early phases of treatment, but with continued treatment it becomes less frequent (Cinotti et al., 1969) .
In this paper we emphasize that these patients, when treated with chlorpropamide, may be also subject to water retention and may present the clinical symptoms of water intoxication.
Observations on a patient with idiopathic neurogenic diabetes insipidus (INDI) Chlorpropamide was reduced to 250 mg in two divided doses and her diuresis increased to 4 I/day; her body weight decreased to 84 kg. Serum Na rose to 142 mEq/l; serum osmolality to 300 mOsm/kg and the patient markedly improved over the next 48 hr.
After 8 days her daily chlorpropamide was again increased to 500 mg and diuresis dropped to 1500-2000 ml/day (Fig. 2) , and the patient did not experience any symptoms.
She was discharged 3 weeks following admission, without any of the presenting symptoms and was instructed to maintain a lower fluid intake.
The patient was again examined in June 1970; her condition had remained stable since her discharge from our Clinic; diuresis was maintained at about 1500 ml/day.
Discussion
The syndrome of excessive water retention and water intoxication that this patient developed, during long-term chlorpropamide therapy, and its remission following reduction in dosage, demonstrates that this drug can cause water intoxication even in subjects with defective ADH secretion. The reason for the appearance of this syndrome after several months of well tolerated chlorpropamide therapy and for its reversable nature is not clearly apparent. The possibility exists that the antidiuretic response to the drug has been increased with increasing duration of treatment, or that the patient took in an excessive amount of water in the period immediately before the appearance of the symptoms. However, the dose of chlorpropamide (500 mg) was apparently not excessive for the patient in that this dose was subsequently resumed without symptoms and a diuresis of 1500-2000 ml/day resumed and was maintained with this dose.
It is therefore of the utmost importance for patients treated with chlorpropamide to be warned as to the danger of excessive water intake, since patients group.bmj.com on July 10, 2017 -Published by http://pmj.bmj.com/ Downloaded from having th-iis discase for some timre become accustoir.ed to a large water intake; in fact our patient did not have polydipsia.
In a previous study we wore ablc to demonstrate that following chlorpropamide administration, urine Lecamre morc concentrated than plasma, that negative valLcs were obtained for CH2o and that during water loading tle kidney was incapable of producing normally diluted urine .
Recently, a syndrome rcsembling inappropriate ADH secretion was described by Finc & Shedrovilzky (1970) In our paticnt diaLe'es mel.itus was not present and she possessed good renal and adrenal function.
DiscuEsion exists as to the mr.cchanism of antidiuretic acticn of chlorpropamidec. It hias been §uggested that it acts by mrea-ns of a central action involving production or rclease of ADH (Miller,& Mos6s,' 1969) : This is rrot in agreement with the in vitro studics carricd out by Mendoza (1969) and Irgelfinger & Hays (1969) ; fromn tlh.eir wdrks it appears that whi!e chlorl-ropamidc alo'ne has no effect on water moven-cmnt across the toad bladder, chlcrpropamide markedly potentiates the effect of small rmcunts of vasopressin per se ireffective. It is possible that this syndron.c, whicih can also occur in patients with diatetos mellitus when they are treated withi cidorpropamidc, may be caused by direct action of clhlorpropamide on ADH release or may reveal tle presence of an alteration in tlc afferent pathways reg,ulating the production and release of ADH.
Addendum
The patient was again seen on an out-patient basis in Decemter 1970. She had teen well and controlled in the months since her last visit; however, in the previous 2 ceks or so she had increased in weight by about 3 kg without any symptoms.
Diuresis remained about 1200 mil/day. The paticnt stated that her fluid intake was modest. Pertinent laboratory data were: serum sodium, 141 mEq/l; serum osmolality, 301 mOsm/kg.
Therapy with chlorpropamide 500 mg/day in two divided doses was maintained.
MICRO-ANGIOPATHIC haemolytic anaemia is the term introduced by Brain, Dacie & Hourihane (1962) to describe an unusual type of haemolytic anaemia found in association with thrombotic thrombocytopenic purpura, acute glomerulonephritis in infancy and childhood (haemolytic-uraemic On examination, the patient was afebrile. BP 120/75. Heart and lungs were clinically and radiologically normal.
Her abdomen was grossly enlarged. There were dilated veins on the anterior abdominal wall, which drained from above downwards. There was a lump arising from under the right costal margin and extending about 35 cm down to the right iliac fossa. It was firm and nodular, its dullness on percussion being continuous with the liver dullness. There was a band of resonance across the lower part of the lump which on radiological examination was found to be the transverse colon pushed downwards by the lump. The spleen was 7 cm below the left costal margin, firm and non-tender. There was a little ascites.
Gynaecological examination revealed no abnormality in the uterus or the ovaries.
On radiological examination a large soft tissue tumour arising from the liver was seen. It showed patchy areas of calcification. The right kidney was occupying a position immediately to the left of the midline, while the left kidney was in its normal position. Both kidneys were found to function normally. Barium 
